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Data
Policy information about availability of data

All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy
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Antibodies
Antibodies used

All data generated or analyzed during this study are included in this manuscript (and its supplementary information files). Data availability statement is included in
the manuscript and source data file is also provided.

Sample size was determined based on published research in the field and our own published research (Rao et al, Blood 2019 and Rao et al,
Blood 2021). The sample sizes used were sufficient to demonstrate large differences between experimental conditions.

For the in vivo studies, mice were excluded from analysis if they were sacrificed or died for reasons unrelated to MPN-phenotype or treatment

Experiments involving statistical analyses were performed using at least three independent biological replicates, or using samples from at

least three different patients/individuals or from at least three different mice for each experimental condition. Sample size for animal studies
were large enough to justify replication and reproducibility. In other experiments, all attempts at replication were successful

Mice in the drug treatment cohort were randomized based on peripheral blood counts (mainly platelet counts) and mutant cell chimerism in
the peripheral blood (GFP expression). All other samples and animals were analysed and allocated randomly.

The hemato-pathologist was completely blinded for experimental or sample details to analyze or grade histology sections from mice. All other
experiments were performed in a non-blinded manner, because the experimental design was complicated and blinding feasibility was poor.

Fc receptors (1:20; 564220, BD)

lineage-FITC (1:20; 348701) BioLegend

CD34-Pacific Blue (1:100; 343512) BioLegend

CD38-APC (1:50; 356606) BioLegend

CD123-BV605 (1:100; 306026) BioLegend

CD41-PE-Cy5 (1:50; 343512) BioLegend
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Validation

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

Wild animals

Field-collected samples

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Human research participants
Policy information about studies involving human research participants

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

CD45RA-BV786, (1:50; 563870; BD biosciences)

IL-1R1-PE (1:20; FAB269P), IL-1RAcP-PE (1:20; FAB676P) or isotype goat IgG-PE antibody (1:20; IC108P) from R&D systems

CD4 (1:200; 100404, clone GK1.5), BioLegend

CD8 (1:200; 100704), BioLegend

B220 (1:200; 103204), BioLegend

TER-119 (1:100; 116204), BioLegend

CD11b (1:400; 101204), BioLegend

Gr-1(1:400; 108404) from BioLegend

Sca-1-APC-Cy7 (1:100; 108126), BioLegend

CD117 (c-kit)-BV711 (1:100; 105835), BioLegend

CD48-AF700 (1:100; 103426), BioLegend

CD150 (SLAM)-PE-Cy7 (1:100; 115914), BioLegend

CD16-PE (1:100; 101308), BioLegend

CD41-BV605 (1:100; 133921), BioLegend

CD105-PerCP-Cy5.5 (1:100; 120416) from BioLegend

CD34-AF647 (1:25; 560230; BD biosciences)

Sytox Blue; 1:1000; S34857 Thermo Fisher Scientific;

Streptavidin-Pacific Blue; 1:100; S11222 Thermo Fisher Scientific

Mouse IgG2a isotype control antibody and mouse IgG2a anti-mouse IL-1! antibody (01BSUR) (Osborn et al, Cytokine 2008; Gomez et
al, Nature Medicine 2018; Potus et al, Circulation 2020) (Both provided by Novartis Pharma AG (Basel, Switzerland).

This information is also included in Methods section of the manuscript.

Antibody catalogue number are exclusive and only includes single clones (can easily be found on the website of manufacturer).

All antibodies were used according to their manufacturer's instructions. This information can be found directly on the website of
these manufacturers with the catalogue numbers that are already described in this reporting summary and also Methods section of
the manuscript:

https://www.biolegend.com/fr-ch

https://www.rndsystems.com

https://www.bdbiosciences.com/en-ch

https://www.abcam.com

https://www.thermofisher.com/ch/en/home.html

All mice were of pure C57BL/6N background, and kept under specific pathogen-free conditions with free access to food and water in
accordance to Swiss federal regulations and mice were maintained in 12 hour light/dark cycle with 23 degree celsius ambient
temperature and 40% humidity. All mice stains used in this study are described in Methods section of the manuscript.

No wild animals were used in the study

No field collected samples were used in the study

Ethical approvals were obtained for all experiments with laboratory animals from Cantonal Veterinary Office of Basel-Stadt,
Switzerland. This information is also included in the manuscript.

Blood samples and clinical data of MPN patients were collected at the University Hospital Basel, Switzerland. Written
informed consent was obtained from all patients in accordance with the Declaration of Helsinki. The diagnosis of MPN was
established according to the 2016 revision of the World Health Organization classification of myeloid neoplasms and acute
leukemia. Molecular diagnosis of patients are specified in Supplementary Data 1.

Only frozen materials such as PBMCs and serum from patients that were recruited for our observational cohort study were
used.

The study was approved by Ethik Kommission Beider Basel, Switzerland




